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PULSAR Extension Design

PULSAR
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after 3 initial monthly injections
: n=336
Patients
with 8912 arm
treatment- Aflibercept 8 mg every 12 weeks
o » fter 3 initial thly injecti
naive after 3 initial monthly injections
nAMD n=335
8916 arm
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|
Week |} + +
0 48 96

Primary endpoint
Change from baseline
in BCVA (non-inferiority)

aTo be eligible for the Extension phase, patients had to have 21 BCVA and CRT assessments between Week 84 and Week 92.
BCVA, best-corrected visual acuity; CRT, central subfield retinal thickness; nAMD, neovascular age-related macular degeneration. 2




PULSAR Weeks 48 and 96: Key Results

Articles

At Weeks 48 and 96, patients receiving
Intravitreal aflibercept 8 mg in neovascular age-related afllbel"cept 8 mg aChleved Comparab|e Visual
macular degeneration (PULSAR): 48-week results from and anatomic outcomes tO those recelv'ng

arandomised, double-masked, non-inferiority, phase 3 trial

e e aflibercept 2 mg but with fewer injections

Summary

Background Intravitreal aflibercept & mg could improve treatment outcomes and provide sustained disease control in
paticnts with neovascular age-related macular degeneration (nAMD), with extended dosing compared with aflibercept
2mg.

Methods PULSAR is a phase 3, randomised, three-group, double-masked, non-inferiority, 96-week trial conducted
across 223 sites worldwide. Adults with nAMD were randomised 1:1:1 to aflibercept 8 mg every 12 weeks (8q12),
aflibercept 8 mg every 16 weeks (8q16), or aflibercept 2 mg every 8 weeks (2q8), following three initial monthly doses
in all groups. From week 16, patients in the aflibercept 8 mg groups had their dosing interval shortened if pre- . % 3
specified dose regimen modification criteria denoting disease activity were mel. The primary endpoint was change ’
from baseline in best-corrected visual acuity (BCVA) at week 48. All patients with at least one dose of study trestment  Departwast of Wefidne— - -
- o and ety anlynes. Thi il s egtered it Cliniaral gov (NCTOAC37ID and s Swop o At Weeks 48 and 96, most patients in the

Prof P Lansera MD). ienuts
Kveopeo & Microchinegla

. .
Findings Of 1011 patients randomised to aflibercept 8q12 (n336), 8q16 (ne338), or 2q8 (na337) between Aug 11, 2020,  Oculsro-stm, Udine, fsly fI b t 8 tt d
and July 30, 2021, 1009 patients received study treatment (aflibercept 8q12 n=335; aflibercept 8q16 n=338; and miinly Sy a I e rce m ro u a al n e

aflibercept 2q8 n=336). Aflibercept 8q12 and 8q16 showed non-inferior BCVA gains versus aflibercept 28 (mean f7PMameloge 0

Bordeaus, Bordeau, France - -
BCVA change from baseline +6-7 [SD 12.6] and +6-2 [11-7] vs 47- 6 [12- 2] letters). The least squares mean differences ;s sostdnn i t d d d t I f 1 2 k
between aflibercept Bq12 versus 2q8 and 8q16 versus 2q8, respectively, were —0-97 (95% CI -2-87 to 0-92) and  sordesus Fopdation Heakth ex e n e OSI n g I n e rva S 0 2 wee S
=1:14 (=2-97 10 0-69) letters (non-inferiority margin at 4 letters). The incidence of ocular adverse events in the study huntec ISRM,

.
eye was similar across groups (aflibercept 8q12 n=129 [39%]; aflibercept 8q16 n=127 [38%]; and aflibercept 298 “pnar: Lo

n=130 [39%]).

Interpretation Aflibercept 8 myg showed efficacy and safety with extended dosing intervals, which has the potential to
improve the management of patients with nAMD,

Funding Bayer AG and Regeneron Pharmaceuticals,
Copyright © 2024 Elsevier Lid. All rights reserved.

Introduction Intravitreal anti.V

o MO Tolyo
Women's Madical Uniwruty,

At Weeks 48 and 96, the safety profile of
i e TS aflibercept 8 mg was comparable to that of
aflibercept 2 mg, and no new safety concerns
were identified

e keurarch Ientitute

e thelancet com  Puliished online March 7, 2024 hitps:/fdoi.org/ 10016/ SO140-6736(24)00063-1




PULSAR Extension Design

PULSAR

PULSAR Extension

(Masked) (Open-label & optional)?
298 arm
Aflibercept 2 mg every 8 weeks R . zqsesmg _arm
after 3 initial monthly injections ) Patients o_rlglnally assigned to 298
_ switched to aflibercept 8 mg every 12 weeks
_ n=336 =208
Patients -
with 8912 arm
treatment- Aflibercept 8 mg every 12 weeks
- » fter 3 initial thly injecti
naive after 3 initial monthly injections
n=335 8mg arm
nAMD Patients originally assigned to 8q12 or 8q16
continued aflibercept 8 mg on
8916 arm last assigned dosing interval
Aflibercept 8 mg every 16 weeks n=417
after 3 initial monthly injections
n=338
|
Week | + +
0 48

Primary endpoint
Change from baseline
in BCVA (non-inferiority)

Start of PULSAR Extension
Optional phase added while PULSAR
was ongoing; therefore, not all patients

A
End of PULSAR Extension

96 156
A

were able to enroll due to time constraints

aTo be eligible for the Extension phase, patients had to have 21 BCVA and CRT assessments between Week 84 and Week 92.
BCVA, best-corrected visual acuity; CRT, central subfield retinal thickness; nAMD, neovascular age-related macular degeneration. 4




PULSAR Extension Design

2q8->8mg Patients initially treated with aflibercept 298 were switched to aflibercept 8 mg
n=208 at Week 96 and immediately assigned to a 12-week dosing interval
8mg

Patients initially treated with aflibercept 8912 or 8q16 continued with aflibercept 8 mg
n=417 at their last assigned dosing interval

N-BLa Dosing interval
——————————— . Switch modifications ~~ EOS
Week ¢ ¢ ¢ o0 Q
96 100 104 108 120 132 144 156

O = mandatory visits

E-DRM: Interval Shortening During Year 3 E-DRM: Interval Extension During Year 3

* Patients were assessed at any visit beginning at Week 100 - Patients were assessed at dosing visits beginning at Week 100

*  Criteria for interval shortening: - Criteria for interval extension:
— >b-letter loss in BCVA from N-BL due to persistent or worsening _  <5.letter loss in BCVA from N-BL AND

nAMD AND either: _ _ :
_ >25pumincrease in CRT from N-BL OR — No fluid (IRF or SRF) in the central subfield on OCT AND

— New onset of foveal neovascularization OR — No new onset foveal neovascularization or foveal hemorrhage

— New foveal hemorrhage - Dosing intervals extended by 2-week increments to a maximum of Q24
— OR >10-letter loss in BCVA from N-BL due to worsening nAMD

» Dosingintervals shortened by 2-week increments to a minimum of Q8

aN-BL was an average of values from Weeks 84, 88, and 92. E-DRM, dosing regimen modification criteria during the PULSAR Extension; EOS, end of study; IRF, intraretinal fluid; SRF, subretinal fluid;
N-BL, new baseline; OCT, optical coherence tomography; Q8, every 8 weeks; Q24, every 24 weeks.




Patient Disposition & Baseline Characteristics #%

PULSAR

PULSAR Extension

0AMD

Total 298->8mg 8mg Total

Patients entering PULSAR study (FAS), n 1009 — — —
Patients entering PULSAR Extension (eFAS), n (%) — 208 (61.9)? 417 (62.0)2 625 (61.9)?
Completion rate at Week 96, % 85.9 — — —
Completion rate at Week 156, % — 89.9° 90.4° 90.2°
Age (years) 74 (8.4) 73.9 (8.2) 74.0 (8.1) 74.0 (8.1)
Female, % 54.5 58.7 55.2 56.3
Race, %

White 75.8 77.4 77.5 77.4

Black or African American 04 V) V) V)

Asian 23.2 221 21.1 21.4

Otherc 0.6 0 1.0 0.6
History of hypertension, % 64.3 63.0 65.0 64.3
BCVA (ETDRS letters) 59.6 (13.3) 59.6 (13.7) 60.6 (12.7) 60.3 (13.0)
CRT (um)¢ 369 (130) 365 (139) 375 (132) 371 (134)
Total lesion area, mm? 6.7 (5.4) 6.8 (5.0) 6.4 (5.2) 6.6 (5.1)
Lesion type, %

Occult 58.2 57.7 571 57.5

Predominantly classic 20.7 23.1 224 18.8

Minimally classic 18.6 15.9 18.1 20.3

Data are mean+SD unless otherwise stated; data are for patients in the FAS (PULSAR) and eFAS (PULSAR Extension) at the main study baseline. ?Proportions were calculated based on the number of patients
who initially entered the main PULSAR study. "Completion rate for PULSAR Extension based on eFAS. cOther includes American Indian or Alaska Native, Native Hawaiian or Other Pacific Islander, multiple races,
and unreported race. “Data as assessedby reading center. eFAS, PULSAR Extension FAS; ETDRS, Early Treatment Diabetic Retinopathy Study; FAS, full analysis set, SD, standard deviation. 6




Mean BCVA? Through Week 156

|
PULSAR | PULSAR Extension
- (298 vs 8mgP) : (2q8>8mg vs 8mgP)
] |
66,9

< E 65.1
> 2 '

=] 65 4
3
c 64.2
i

W . 9606

99.6
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55 - . . . . . . . . . . . ]
0 12 24 36 48 60 72 84 96 108 120 132 144 156
Week
f Mean number of injections f Mean number of injections
from baseline to Week 96¢ from Week 96 to Week 156¢
2q8:12.8 2q8->8mg: 4.7
8q12/8q16: 8.9 8mg: 3.8

Note: At Week 156, the 2q8—8mg group (n=208)and 8mg group (n=417) reported a LS mean change (MMRM) from baseline in BCVA of +4.6 and +3.4 letters, respectively. 2eFAS (observed cases). PPatients who
were randomly assigned to the 8q12 or 8q16 groups at the beginning of the PULSAR study and continued treatment with aflibercept 8 mg through the PULSAR Extension. ceSAF.

eSAF, safety analysis set in the PULSAR Extension; LS, least squares; MMRM, mixed model for repeated measures, used to generate least square means for the eFAS with baseline BCVA as a covariate;
treatment group (aflibercept8q12, 8q16, 2g8), visit, and stratification variables (geographic region [Japan vs rest of the world] and baseline BCVA [<60 vs 260 letters]) as fixed factors; and terms for the interaction
between visit and baseline BCVA and the interaction between visit and treatment.




Mean CRT? Through Week 156

Extension
c00 - PULSAR
(298 vs 8mgP)

E
Z 400 4\ 418
c Week 96
< 300 - 285

200 I I I I I I I 1

0 12 24 36 48 60 72 84 96

Week




500 -

Mean CRT (um)
N
o
o

200

300 -

Mean CRT? Through Week 156

PULSAR
(298 vs 8mgP)

PULSAR Extension

Week 100
264

12

24

36

48

Extension




500 -

Mean CRT (um)
N
o
o

200

300 -

Mean CRT? Through Week 156

PULSAR
(298 vs 8mgP)

12

24

36

48

60

72

84

Week

9% 104

PULSAR Extension

Extension




Mean CRT? Through Week 156
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Mean CRT? Through Week 156

AAM
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Week

Note: At Week 156, the 2q8—8mg group (n=208) and 8mg group (n=417) reported a LS mean change (MMRM)¢ from baseline in CRT of —145 um and —148 um, respectively. 2eFAS (observed cases). "Patients
who were randomly assignedto the 8q12 or 8q16 groups at the beginning ofthe PULSAR study and continued treatment with aflibercept8 mg through the PULSAR Extension. LS means were generated for the
eFAS using MMRM with baseline CRT as a covariate; treatment group (aflibercept 8q12, 8q16, 2g8), visit, and stratification variables (geographic region [Japan vs rest of the world] and baseline BCVA [<60 vs 260
letters]) as fixed factors; and terms for the interaction between visit and baseline CRT and the interaction between visit and treatment.

Cl, confidence intervals.




H Q24

B Q20-Q22
Q16-Q18

M Q12-Q14

B Q8-Q10

Majority of Aflibercept 8 mg-Treated Patients
Completed Extended Dosing Intervals at Week 156
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19%

8q12
(n=185)2

nAMD

Extension

Last Completed Dosing Interval

| 35%
2Q20

| 79%

2Q12

| 44%
2Q20

19%

8q16
(n=190)

eSAF, patients completing Week 156. Values may not add up to 100% due to rounding. 2One patient had a missing value for this assessment. °Per protocol, patients in the 2q8->8mg group did not have sufficient

ime to complete a 2Q20 dosing interval by Week 156; patients misassigned to longer dosing intervals are included here for completeness.

1!




Majority of Aflibercept 8 mg-Treated Patients
Completed Extended Dosing Intervals at Week 156

nAMD

Extension

Last Completed Dosing Interval

L | —
21% |
Q) 39% |
X 80 | L 0
m Q24 @ 19 2Q20 | S0
c 0 [
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m Q8-Q10 S 40 1 | 79% | 839
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(]
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[
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o |
8mg 2gq8->8mgP
(n=3735)* (n=186)

eSAF, patients completing Week 156. Values may not add up to 100% due to rounding. 2One patient had a missing value for this assessment. °Per protocol, patients in the 2q8->8mg group did not have sufficient
ime to complete a 2Q20 dosing interval by Week 156; patients misassigned to longer dosing intervals are included here for completeness.
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H Q24

B Q20-Q22
Q16-Q18

M Q12-Q14

B Q8-Q10

Majority of Aflibercept 8 mg-Treated Patients
Assigned Extended Dosing Intervals at Week 156
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19%
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eSAF, patients completing Week 156. Values may not add up to 100% due to rounding. 2One patient had a missing value for this assessment. °Per protocol, patients in the 2q8->8mg group did not have sufficient

ime to achieve a last assigned dosing interval of >Q20 by Week 156; patients misassigned to longer dosing intervals are included for completeness.
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Majority of Aflibercept 8 mg-Treated Patients
Assigned Extended Dosing Intervals at Week 156

nAMD

Extension

Last Assigned Dosing Interval

100 - |
| . 16%
= | }mzob
X 80 | 40% :
m Q24 2 =Q20 | 26%
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b= i | |
Q16-Q18 S ) |
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M Q8-Q10 g 40 | 77% |
€ >Q12 |
g |
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[
5 |
2g8->8mg®
(n=375)? (n=186)

eSAF, patients completing Week 156. Values may not add up to 100% due to rounding. 2One patient had a missing value for this assessment. °Per protocol, patients in the 2q8->8mg group did not have sufficient
ime to achieve a last assigned dosing interval of >Q20 by Week 156; patients misassigned to longer dosing intervals are included for completeness.
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Reduction in CNV Lesion Area
Through Week 156

nAMD

Extension

PULSAR PULSAR Extension
6.3 (298 vs 8mg?) (2q8>8mg vs 8mg?)

'n
e
2E 4]
QO ®©
[«}}
§ o 2.8
=5 >—
2 | 2.0
L2 2- ——
——
Week 2.1 —
1.5
0 1 1 1 1 1 1 1 1 1 1 1 1 1
0 12 24 36 48 60 72 84 96 108 120 132 144 156

eFAS (observed cases). 2Patients who were randomly assigned to the 8912 or 8q16 groups at the beginning of the PULSAR study and continued treatment with aflibercept 8 mg through the PULSAR Extension.
bLS means were generated for the eFAS using MMRM with baseline CNV as a covariate; treatment group (aflibercept8q12, 8q16, 2g8), visit, and stratification variables (geographic region [Japan vs rest of the
yorld] and baseline BCVA[<60 vs 260 letters]) as fixed factors; and terms for the interaction between visit and baseline CNV and the interaction between visit and treatment.
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Fewer Patients With Macular Leakage
on FA Through Week 156 r’®

Extension

2q8->8mg 8q12/8q16

Patients (%)

Baseline Week 48 Week 96 Week 156 Baseline Week 48 Week 96 Week 156

eFAS (OC); proportions at each timepoint calculated based on the n values indicated. FA, fluorescein angiography.



Ocular Safety From Main Baseline
Through Week 1562

D O S
208

417 625
130 (62.5) 251 (60.2) 381 (61.0)

nAMD

Extension

N (eSAF)
Ocular TEAEsS, n (%)

Ocular SAEs, n (%) 7(3.4) 21 (5.0) 28 (4.5)
Intraocular inflammation, n (%) 5(2.4) 8 (1.9) 13 (2.1)
Eye inflammation 1(0.5) 0 1(0.2)
Iridocyclitis 1(0.5) 3(0.7) 4 (0.6)
Iritis 0 1(0.2) 1(0.2)
Uveitis 1(0.5) 0 1(0.2)
Vitreal cells 1(0.5) 2 (0.5) 3(0.5)
Vitritis 1(0.2) 1(0.2)
Chorioretinitis 1(0.2) 1(0.2)
Endophthalmitis 0 1(0.2)

* Ocular TEAEs reported in 24% of all patients included cataract, retinal hemorrhage,
visual acuity reduced, vitreous floaters, and intraocular pressure increased
* No cases of occlusive vasculitis were reported

aCumulative events in the study eye from the main PULSAR study baseline through Week 1586.
AE, serious adverse event; TEAE, treatment-emergent adverse event.
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Non-Ocular Safety From Main Baseline

d
Through Week 156 nAMD
<> D
N (eSAF) 208 417 625
Non-ocular SAEs, n (%) 43 (20.7) 106 (25.4) || 149 (23.8)
APTC events, n (%) 4 (1.9) 7(1.7) 11 (1.8)
Deaths, n (%) 4 (1.9) 9 (2.2) 13 (2.1)

aCumulative events in the study eye from the main PULSAR study baseline through Week 1586.
APTC, Anti-Platelet Trialists' Collaboration.
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PULSAR Extension: Key Week 156 Results

In the PULSAR Extension, functional and anatomic improvements were sustained through Week 156 in t

298->8mg and 8mg groups

Mean BCVA and CRT were comparable at Week 156 between the 2q8->8mg and 8mg groups
— Patients in the 2q8->8mg group achieved these improvements with extended dosing intervals and a

mean of 4.7 injections from Week 96 through Week 156

The majority of patients achieved extended dosing intervals at Week 156
These findings suggest that patients with treatment-naive nAMD can achieve durable improvements with

aflibercept 8 mg administered over extended dosing intervals

The safety profile of aflibercept 8 mg was comparable to that of aflibercept 2 mg

FrAD

Mean BCVA
(ETDRS letters)

Mean BCVA Through Week 1562

PULSAR :
(298 vs 8mg)

70

|
66.9
|
65 66.9
|
|
|
|
|
|

60.6
59.6

60

55 +

PULSAR Extension
(28> 8mg vs 8mg)

65.1

64.2

84 96 108 120 132

Week

0 12 24 36 48 60 72

144 156

Last Assigned Dosing interval at Week 156°
100 -

< 38% IIHI&H!I }-
% 80 z 43%
Bl Q24 g 2Q20 >020 ['oger
B 020Q22 § 4 |
o
Q16-Q18 5
S 40
B o12-Q14 §
M 8Q10 § 20 -
o
0 4

8q12
(n=185)

8q16
(n=190)

2q8—8mg
(n=186)

16%
2Q20

3gFAS, observed cases. e SAF, patients completing Week 156.




Thank you!

The PULSAR study (NCT04423718) was sponsored by Bayer AG (Leverkusen, Germany) and
co-funded by Regeneron Pharmaceuticals, Inc. (Tarrytown, NY, USA). The sponsors participated in
the design and conduct of the study, analysis of the data, and preparation of this presentation

Study disclosures: This study includes research conducted on human patients, and Institutional
Review Board approval was obtained prior to study initiation

Medical writing support, under the direction of the authors, was provided by ApotheCom and funded
by Bayer Consumer Care AG (Basel, Switzerland), in accordance with Good Publication Practice
(GPP) guidance (Ann Intern Med. 2022;175:1298-1304)
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